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THE ASSISTANT SECRETARY OF DEFENSE

WASHINGTON, D. C. 20301:1200

DEC 28 1330

MEALTR AFFAIRS

David A. Kessler, M.D.
Commissioner of Food and Drugs
Food and Drug Administration
5600 Fishers Lane :

~ Rockville, Maryland 20857

Dear Doctor Kessler:

Under the provisions of 21 CFR 50.23(4)(1), as ' _
published in the Pederal Register of December 21, 1990,
I request a determination that obtaining informed -
consent is not feasible for pentavalent botulinum toxoid
(ABCDE), BB-IND 3723, because of military combat
exigencies in Operation Desert Shield. This
determination would apply to the use of this drug by
American military personnel at risk of exposure to

botulinum toxins employed as biological warfare agents
by enemy forces. '

As summarized in enclosure 1 and supported by
documentation in the IND file, available evidence
supports the safety and effectiveness of pentavalent
botulinum toxoid (ABCDE) for this purpose. The fatality
rate among unvaccinated personnel exposed to botuljnum
toxins would be very high and many casualties would be-
expected. In such a situation, service members who
became casualties would alsc pose a liability to their
unit mission and the overall safety and well being of
the other members of the unit. Pentavalent botulinum
toxoid (ABCDE) is currently the only prophylactic
measure available to persons who are exposed to
botulinum toxina. During Operation Desert Shield,
informed consent prior to vaccination with pentavalent
botulinum toxoid (ABCDE) is neithet feasible nor prudent
for the foregoing reasons. The recommedation for use of
pentavalent botulinum toxoid (ABCDE) without informed

consent has been concurred in by a duly constituted
ingtitutional review board (‘enclosure 2).

Your prompt attention to this request is

appreciated. A copy of this letter is being flled as an
amendment to BR-IND 3723. Should you need furthet
information concerning this request, please contact

| /Q\\}F\
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Lieutenant Colonel Gregory P. Berezuk, U.S. Army Medical
Research and Development Command, ATTN: SGRD-HR, Fort

Detrick, Frederick, Maryland, 21702-5012, telephone
(301) 663-2165.

Sincerely,

S\gﬂd e

Enrique Mendez, Jr., M.D.
Enclosures

Copies Furnished:

Director

Center for Biologics Evaluation and Research
Division of Biological Investigational
New Drugs (RFB-230)
Food and Drug Administration
8800 Rockville Pike

Bethesda, Maryland 20892

Office of Health Affairs (HFY-l)
ATTN: Dr. Nightingale

Room 14-95

Food and Drug Administration
5600 Fishers Lane

Rockville, Maryland 20857
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JUSTIFICATION FOR WAIVER OF INFORMED CONSENT
FOR AN INVESTIGATIONAL NEW DRUG
BECAUSE OF MILITARY COMBAT EXIGENCIES

1. IND

Administration of Pentavalent (ABCDE) Botulinum Toxoid
IND # 3723, Protocol Title: Administration of Pentavalent
Botulism Toxoid to At-Risk Individuals During.

2. INTENDED USE,

Pentavalant (ABCDE) Botulinum Toxoid is intended-as a
prophylactic treatment in the prevention of botulinum toxin
poisoning (Botulism) for service members invelved in Operation
Desert Shield who are at risk of exposure. A team of specially -
trained personnel will be sent with the vaccine to train medical
personnel rasponsible for the vaccination procedures. This
vaccine will be administered by qualified medical personnel ,
specially trained in the administration of Pentavalent (ABCDE)
botulinum toxoid. It is envisioned that the Pentavalent
Botulinum teoxeid will be administered either in medical
facilitiaes prior to deployment and/or within the area of

operation. The method of administration is described in the
Informational Brochure (Attachment 1).

3. Safety of the drug,

Since 1970, almest 10,000 injections of the toxoid have been
administered to recipients who were subsequently observed for
adverse reactions. The rate of moderats and severe local
reactions was 5.8% for the initial series. The rate of systenmic
reaction was very low (3.0 %) consisting of mild symptoms such as
fever, tiredness, headache, and muscle pain. These systemic
reactions were usually concurrent with the local reaction. This
vaeeing has siccessfully protected laboratory workers for 25
years with only minor reactogenicity and no fatalities.

4, a f £ d

Current available evidence has shown that Pentavalent
(ABCDE) Botulinum Toxcid is immunogenic in humans in sufficient
quantities after the third dese. Humans have neutralizing
antibodies to the serotypes present in the vagcine and these
levels are considered protective against the BW threat. Although
no humans have been challenged with Botulism toxin an.
extrapelation of the animal data avallable suggests that humans
are protected. 1In experiments with the toxoid, 30 persones were
immunized on a 0-2-12 week interval. AaAntitoxin was detectable in
80% of the volunteers two waeks after the third dose of the
initial series. This vaccine has successfully protected
laboratery workers handling the deadly botulinum toxins for the

i 3016182304~ 703 695 8691:8 &
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past 25 years. (for additional details see BB-IND-161 and BB-IND
3723).

S. Military combat exigency

Pentavalent (ABCDE) Botulinum toxoid will be administered to
all service members in an area of operation who are considered at
risk to imminent exposure to botulinal toxins. Pentavalent
(ABCDE) Botulinum toxoid will be administered to accomplish the
military mission and preserve the health of each service member
and the safety of the unit of military personnel threatened.

This will be necessary without regard to what might be any
individual's parscnal preference for no vaccination or an

alternative treatment, should any individual have such a personal
preferance.

6. _considexation of alternatives,

There is no alternative prophylactic protection against the
effacts of Botulinum Toxins (ABCDE).

7.

Nature of & j ad.

Botulism is a life threatening disease.

IB- Best interestsg of military personnel.

Under the circumstances presented, withholding Pentavalent
Botulinum Toxoid (ABCDE) from any individual service member

threatened with Botulism toxin intoxication would be contrary to
the best interests of that individual.

9. o) rov s of IND

Recipients of Pentavalent (ABCDE) Botulinum Toxoid will
receive information from the medical personnel administering the
vaccination concerning the drug. This information will include:
a. the fact that Pentavalent Botulinum toxoid (ABCDE) is an
investigational new drug (IND), b. minor to moderate reactions teo
the vaccine are possible and these should be reported to medical
personnel, c. Pentavalent Botulinum toxoid is the only
prophylactic treatment (prevention) for Botulism. Additionally,
personnel raceiving the toxoid will remain in the immediate area
for 30 minutes after receiving each dose to monitor immediate
adverse effects. A 48 hour post vaccine arm examination will be
requested. Vaccinees will be informed that they are to report

any adverse local and/or systemi¢ reactions that occur within one
weeK arter administration of the waccine. (See 33-IND 5723
Informational Brochure, Attachment 1).

10. _Inztitutionnl Revigy Boaxd approval.

A duly constituted and designated institutional review board
carefully considered the use of Pentavalent (ABCDE) Botulinum
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Toxoid without informed consent at its meeting of October 17,

1990. A copy of the pertinent portion of the minutes of the
meeting is enclosed (Enclosure 2). -

11. Manufacturing Information,

Pentavalent (ABCDE) Botulinium toxoid is manufactured by the
Michigan Department of Public Health. The supplier is the U.S.
Army Regearch and Development Command, Ft. Detrick, Maryland,
21702. All manufacturing information concerning the production

of Pentavalent (ABCDE) Botulinum Toxoid is contained in .
Investigational New Drug Applications BB-IND-161 and BB=IND 3723.
BB-IND=-3723 contains authorization from the CDC for the

Department of the Army to cross-reference BB-IND 161. A letter

from the Center for Digease Control authorizing the 0ffice of the -
Surgeon General to cross reference all aspects of BB-IND-161,

including manufacturing information is enclosed (Attachment 2).
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INFORMATIONAL BROCHORE
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PENTAVALENT (ABCDE) BOTULINUM TOXOID

CNPOSITION

PENTAVALENT __ (AQCRE) SOTULINLNM
]
fe a coobiomtion of aluminn
Phosphatevedsorbed toxeid derived
from formalin-{nsctiveted,
’.f".tly purifled ‘m ‘...c. -]
ond E botulimm toxins. Esch ml
contains 0.022% (ormaldehyde and
1:10,000 thi{merossl as a
eservative, The currently
distributed toxeld {s marufactured

the NRichigen Oepertment of
Public Hesith. ‘

Adninfstration and Dogase

SNAKE VELL bafore withdrawing each
dose. Adninister 0.3 ml of vacecine
via deep subcutansaus (njection; do
not inject {ntracutanscusly or {ate
superficial structures. Veccinees
will remain in the area where the
vaceins (s aduinistered for no (ess
than 30 aimstes after receiving
cach dose to conitor immdiste
sdverse effects.s A 43 hour post
vaceine arm  exasmination s
desfrsdle fellouing esch
inoculstion. _Vacecinges should be
fnformed that they are to report
any adverss local arxi/or systeaie
reaction thet occurs within one
veek sudsequent to the
scniatetration of the vacsire, The
first injection s cepresented by
weak 0. there is 8 2 week {nterval
between the first o second
injection ard & 12 week {ntervat
Detween. the flest ond third
{njection.

fafelal Veceiration Sertest

sl. deep subcutersously at 0-
2+ 12 weeks,

0.3

first Boostert 0.5 mi.
subcutsneously 12 months atter

the first injection of the initial
series.

daep

Recaipt of each vaccine dose will

be recorded {n the individusis
permanent vaceine file,

Additionally, a subset of approx,
100 vacinees receiving ecach vaccine

seslot eill te prospectively
idantified for rmonitoring by a

postcard-based questionaire.

R

1. Botulirm toxofid is not a
l{cented product and {a distributed
as an Investigational New Onny

(1¥0) (n sccordance with the
requirenents of the U.s. food ard
orug Aduinistration (FDA). It mnmt
|- sdninfstered  under the

supervision of qusliffed wadical
persomal.

2. The toxeld should e
aduinistered only to heslthy men
snd varen batween the ages of 18
and 63 years, since i{nvestigations
have been conccted exclusively in
thet population.

3. Preanancy. The effects of
adninfstration of the toxeid during

pregnancy have not  been
astabl shed. Osta sre not
svailadie on the safety of

pentavalent botulimm toxeld for
the daveioping fetus, There should
be no risk to the fetus from the
product {tself becsusa the taxeid
containe only nectivated protein,
However, a theoretical risk from
silergic redction or
does exiet. the
inciderce of severs systaaie
reections has been extremely Low (<
< 1X) in previous recipients (rale
srd ferale) of ‘this vaceine. In
contrest, the risk to the
developing fetus of Dotulism (s
probadly considerable. The toxoid
should be given only to those
persons deemed “"at risk® to
exposure of Botulirem toxin.
Theratore, {n 8 Ngherisk
situation, pregrancy should pog be
conaidersd 8 contraindication for
vaceinatfon uith botul inua
pentavalent toxoid,

6. o one should De echinistered ¢
secord  or  subsequent booster
frmunization unless (aboratory test
have shown antitoxin type 8 and or
€ to be below s satigfactory level.

|MMUNOGENICITY
Experience with pentavalent

botulirgm toxoid has shown that:
(A) 1t iz effective {n protectirg

animals against intraperitonest
chatlerge with toxins of types
AR,C0, and C of Glostridivem
totulinum.

(3) the serum sntitaxin
leveis {n animals as determineo dy
mouse protection tests correlate
uith protective sctivity , ard (C)
the toxotd introduced inta man
peocuces levels of sntitoxin
thought to be protective as judged
by extrapolstion of dats derived

from snimal experi{ments.

in experinments vith the originst
tet of toxoid (2,3), 30 persoms
vere {rmunized on a 0-2:12 week
schedule, Antitexin titars were
detectable for all 3 types of toxin
in sboyt 80% of the volunteers 2
weeks after tha third dose of the
Initisl series. Only & small
peccentege had peasurable titers by
one yesr, Juat bafore tha boosters
vere given. Eight veeks after the
boosters, 1008 of the recipicnts
hod measureble titers to atl $
types. -

since fnitiating the requirement
for deternining sntitoxin levels in
reciplents cue for boosters, the
{smuanogenicity of the tozold {n
hmans hes been reaffirmed. (Only
types A, B sec/or € antitoxira acre
routinely nssessad.) While the
sntitoxin titers attained after the
3rd shot of the {nitial series are
Likely to deciina {n @ macter of &
{ew sonths, those established after
the first booster are relatively
stable and generally parsist above
the detectable level for st Least 2
yesrs. A titer of 1116 (0,15-0.30
{U antitoxin per ul.) for efthar 8
or €t antitonin {s corsidered
satiafactory - for deferrirg . o
booster for 2 more years. After
eveluating sera from 183 reciplients
taken in 1988, 1987 and 1983 who
wvere cue for booster, 81 (43X) were
abls to pestpone thom.

The [emnogenicities {n hurars of
the two nmew lots of toxeid (lots
A2 and B-1) and of the original
lot (181) were assessed by the U.S,
Army Kedigal Resesrch Institute for
Infectious Of{seases (USAMRIID) and
the results are oveilable fer
comparison (1), he type B
antitoxin (evels attained aftar the
3rd {njection of the new lots were

sigaificantly higher for the
original lot,

In 1983 USAMRILID evatluated
immunized ingividuals for

neutralizing antibodies to type A &
3 totulinum texins. After ihe
primary series ¥1% Nhad 8 type A
titar » 0.08 IU/mt, ond 78X type B
titer » 0.02 lUsml. After the
flegt booster all (Indivicuals
tested hed » damonztrable titer for
type A L B (4).

ATTACHMENT 1

703 695 8691:4 7
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R
1970,  almost 10,000

.injections of ths toxold have been

" administered to recipients wvho were

suiequently obsacved for sdverse

ceoctions, The rate of moderate
snd severe locsl rasctions ves 5.8%
for the initial series of shots end
10.7X for booster shots (Tadle I).
In addition, there was 2 f(om
{ncidence of systemale reactions
(3.0%) tor doth the {nftial series
and the booster shots. The
systenic resction werae gereratly
alld comatsting of {ever,
tirecness, Aeadeche, and muscle
pain. Systemie resctions were
often concurrent  uith  local
reoctions. Modarste of _
systenia resctions and severe locel
reactions asre not anticipated.
Secouse of the documented {ncrsase
in reactions, new lots of toxold
were mamufactured f{n 1971, tut
disteidution of the original lot
uas continued until 1981, A receat
repoet on a very limited study on
the reactogenicity of the new lots
of toxoid {ndicated that they sre
probably mo less reactogenic than
the previous lot (1), Hotimy the
higher incidence of locsl reactions
follouing

subs nt  yearly
boastars than following Ialtfal
series shots, (t wes deesnd

sdvissble ta svaluate the meed for
boosters by dateraining antitoxin
levels and to boost enly whea
necessary. This spprosch cavesied
that boosters subsequent to ‘the
first one sre NAt mecesssry more
frequantly than at 2 yesr {ntervais
andd that sany of thess boosters can
be avoided. Prior to 1978, yearly
tboosters were croutinely glven.
Noderate (ocsl resctiors (relude
etythema, eodeom orxd  (mcuestion,
ALl such reectiors reach 8 peak in
26 hours, then gredusily wdside
ard should be gone at 48 or st the
et 72 hours. Vhen 8 moderste
tecal resction occurs, recuetion of
the dose of each subsequant
injectiors to 0.25 =l has been
shown to slleviate the reaction
without {mpairing the antitoxin
resporae, farely, an {ndividual
ray have & resction characterized
by a deep, painless,
noniaflammatory subcutsneous
induration that may persist for 3
to & weeks. Thess rarely messure
more than ¢ ta 3 centimeters in

diemeter snd sre sbsorbed witheut
residue,

suepLIER

The toxoid s supplied by the U.S.
Army Kedicat Regeacch and
Davelopment Comand (USANRDC), Ft
Detefek, [frederick, nd. 21701,
inquiries for toxold should be
directed to:

U.8. Army HKedical  Resesrch
fnstitute of Infectious Ofscoses
CUSANRS10)

ATTHs SCROSUIR (LIC NcKee)

Nedical Division

Ft. °.‘f“" Nd. l‘nl-’ﬂi
Telephonet 301-643:7653
-Re
V.S, “m
Developmant Activity
slological Systems
Henagement Olvision
Product Ranager
Pentavalent

Nedieal  Meteriel

Project

sotul {runm Yoxoid

(ABCOLY
division of Slologics
fe, Detrick, 4, 21702

-Telephonet 301-843-7641

1. Andersan, JJX. ond Lewle,
0.£., Je. Clinfcsl Evaluatfon of
Sotulirmm toxeids. [q Sfomedical
Aspects of Jotullsa.
Press, New York, pp. 233-2¢8, 1981

2. Cardella, N.A. sotvlinn
Toxofds. 1n Sotulisa, Proceedings
of & Syrposium. PHS No. 999-FPet,
Public Heslth Service, Clncinnati,

- -1 ‘1,“”. 1986,

3. Fleek, K. A., Cardells, N.A,,
ord Gearinger, N,f, Studies on
lrounity to Toxirs of

o 1X. \mrunologic
Response of Man to Puritied
Pentavelent 4,5,6,0,€ Botulinn

Toxoid., 4. lmumol.,  947-700,
1963, :

&,  Stegel, L.$., Human lrum
Responge to Botulimum Pentavalent
(ABCDE) toxeid Determined by 8
Neutralizstion Test ord by on
tntyme-Linked lmmunosorbent Atsay.

Jo Glin. Nicro. b 23%1-2356,
1988,

Acadenic .

3016182304~
teble
tocal Reactions to  Botullimum

Pentavaient (ABCOE) Yoxold (t70-88)
Rurbee of teections (X)

Injection None Hoderate Severs®
Rurber or

1ajections Kild

1 FAL T 3

e UMW 183 4

3 197 @ S
gubtotat 6500 391(5.6) 12(_0.2)

Sooster Injectiors

1 1079 14 11

2 06 3 H

3 b I S

6 & |
Unknown 1 e 0
swtotst 279 308 1]
subtotal 3 (89.2) ¢9.8) {0.2)
Total 9247 &92 37
total & (92.7) (6.9) (0.4)
Key

None s Yo Reactione:

Nild s Erythess only; edema or

{rurstion wvhich (s messurable vt
30 m o¢ less {n sy one diaceter.
Severs ¢ any resction messuring
rore than 210 m f(n ay ome
dlameter or any resction
sccompanied by marked tinitation or
motion of the ara or warked
axtllary node tenderness.

* WDERATE AND SEVERE REACTIONS AS
DEFINED SY THESE CRITERIA AR XNOtU
INCAPACI TATING,

703 685 8691:# 8
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September 5, 1990

Subject: BB-IND 161 - Pentavalent Botulinum Toxoid

Direccor
Center for Biologics Evaluation and Research

Division of Biological Investigstional New Drugs (HFB-230)
Food and Drug Adminisctration

8800 Rockville Pike’
Bethesda, Maryland 20892

Dear Sir:

Ye authorize the FDA to cross-veference our Investigational New Drug
application BB-IND 161 vhen revieving submissions for the same product from che
Department of the Army, Office of the Surgeon General (OTSG).

We also authorize the Department of the Army, 0TSG. te cross-reference BB-
IND 161. ‘

Sincerely,

- ' Paul A. Blake, M.D., M.P.H. -
Chief, Enteric Diseases Branch
Division of Bacterial and Mycotic Diseases
Center for Infectious Diseases

ce W, E. Brandt
J. Bacher

ATTACHMENT 2
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.o IR

Enrique Mendez, Jr., M.D. )
Agsistant Secretary for Defenss, Health Affairs ’
Department of Dafense -
Washington, D.C. 20301-1220

'l"ini l_",‘: 2

Dear Dr. Mendesx:

v T

1 have received your caquest, dated Dacember 28, 1390, and
submitted pursuant to 21 CFR 50.23(d), for a determination
. that obtaining informed consent is not feasible for the
. investigational agent pentavalent botulinum toxoid vaccins.
\

In reviewing the justification for your request, I have
considarsd the peztinent factors set forth in the regulation.
'Based upon your assessment of the military operation, I £ind
that there ia no available satisfactory alternative therapy
for the prevention of botulism, and I concur with your
asseasament that i{nformed consent is not feasible and that

withholding treatment would be contrary to the bast intsrests
of military parsennsl.

My determinations expire one year from the dats of this .
latter, or when the Department of Defense informs tha
Commissioner of Food and Drugas that the specific military

operation creating the need for the investigaticnal agent has
ended, whichever i3 earlier.

8in 1y, . ;
AL
m/.\uu 2, M.D. w ~

Fommistiontr of Fcod and Drugs
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THE ASSISTANT SECRETARY OF DEFENSE
WASHINGTON. D. C. 20301-1200

DEC 29 1990

ALTH AFrrAaiws

David A. Kessler, M.D.
Qommisgicnar of Food and Drugs
Food and brug Administration
5600 Pishers Lane S
Rockville, Maryland 20857

Dear Doctor Kesaler:

Under the -provisions of 21 CFR 50.23(d)(1) (as
published in the Federal Register of December 21, 1990),
I request a detecmination that obtaining informed
consent is not feasible for pyridostigmine bromide 30mg
tablets, IND 23,509, because of military combat
exigencies in Operation Desert Shield. This
datermination would apply to the uge of this drug by
American military personnel at risx of attack with

chemical weapons involving organophosphorous nerve
agents.

, As summarized in enclosure 1 and supported by

{ documentation in the IND £ile, available evidence

. supports the safety and effectiveness of pyridostigmine
pretreatment, in conjunction with other drugs as
greatments, for this purpose. If threatened with these
chemical weapons, the interests of individual service
personnel and the overall needs of the military gervice
will require that pyridostigmine be used by all
threatened personnal. No satisfactory alternative
regimen involving inveatigational or appraved drug
produces is available to deal with these life=
threatening weapons. Undar these clrcumstances,
withholding pyridostigmine from any threatened
tndividual would be contrary to that individual's best
interests. The recommendation for use of pyridestigmine
without informed comsent has been concurred in by a duly
congtituted institutional review board, enclosure 2.

Your prompt attention to this request ia
appreciated. A copy of this request is being £iled as
an amendment to IND 23,509. Should you need further
information concerning this request, please contact

e ——— T TR =¥ e 3 0 i 44 5
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® @

Lieutenant Colonel Gregory P. Barezuk, U.S. Army Medical
Research and Davelopment Command, ATTN: SGRD=-HR, Fort

Datrick, Prederick, Maryland, 21702-5012, telephone
(301) €63=2165.

Sincaraly,

Signhad

Enrique Mendez, Jr., M.D.
Enclosuces

Copies Furnished:

Division of Neuropharmacological
Drug Products (HFN-120)
Office of Drug Review 1
Center for Drug Evaluation and Research
Food and Drug Administration
5600 Fishers Lane
Rockville, Maryland 20857

Office of Realth Affairs (RFY-l)
ATTN: Dr. Nightingale

Room 14-95

Pood and Drug Administration
5600 Fishers Lane

Rockville, Maryland 20857
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DEPARTMENT OF HEALTH & HUMAN SERVICES Public Heakty Gervios h“(f

Memorandum
: JAN 8 g9t |

Informed Consent Waiver Review Group (ICWRG)

IND 23,509 - Pyridestigmine Bromida 30 mg Tablets ~ ACTION

Commissioner of Food and Drugs

The Assistant Jecratary of Defense (Health Affaira) submitteds:. .
4 Iequest to you, datad December 28, 1990, for a dotcrutnattoww‘,{ft
that odtaining informed consent for the aforementioned
iavestigational agant {s not feasible Dacause of the military

combat exigencies in Operation Desert Shield (Tab 1), The

Dapacrtment of Defanse (DOD) provided the {nformation sat forth Csue
in 21 CFR 50.23(d)(1).

Tha Department of Defensa believes that there is a gerfous
threat that Iraq will use chemical or biolegical weapons
against American military personnel in the Persian Gulf, 1In
light of this thresat, DOD beliaves that lt 1s thalir
:naponsibilit¥ to provide American milltacy pergonnal the best
available medical care and other defenses againse such
weapons., Because thede weapons can ba lethal, it is essential

that each individual expossd to them receive the best medical

treatment avallable in¢luding pretreatmant with |
pyEidoatignine bromide 30-mg tablats, o enhance that

adividual's chances of survival, DOD further emphasizes that
the protection of each individual is alse {mportant to other
nilitary personnel whose safety depends on the intagrity of
the unit and the ability of eaon pacgon to perform his or her
assigned role. 1t ind{viduals oculd chocse not £o ragelve
yridcutiiaxna. they would, thereforse, not only be

ecpardising their own Life but also the 1ives of others {n
thelr units., PFlnally, the success of the militazy goals of
Operatlion Demert shield depends in larqe part on presgerving
the health and capability of the Amarican atllta:¥ force. Fror
thess rsasons, DOD has concluded that speclal milltary combat
circumstances exist in which it s not feasible to obtain
{informed consent for the use of pytidoutiqmlnc bromida,
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Commissioner of food and Drugs 2

Background

Under the provisions of 21 CFR 50.23(d), published in tha
FEDERAL: REGISTER on Decembec 21, 1990, tha Commisalcner may
determine that informad consent is not feasible when the
physician responsible for the medical care of the military

" personnel and the investigator named in the IND provide

lgptOptiatn justification and the Commisglconer £inds that
withholding treatment would be coantrary to thé best interests

of military parsannel and there {s nc satisfaqtory altsrnative
therapy (Tab 2}, '

A meeting of the {nformed Consent Waiver Review Group (ICWRG)
wvas qconvened on January 4, 1991, pursuant to the agency's
proceducre to review rsqueats from the Dapartment of Defense,
The ICWAG congistm of FDA cepresentatives and ths Director,
0f£ice for Protmotion from Research Risks (OPRR), HHS.
Representatives of the Bepartmant of Dafense vers pressnt at
FDA's zequest to serve am 8 ragource to the ICKRG.

Safety and Effectiveness for the Intended Uset

The  Canter f£or Orug Evaluation and Rasearch (CDER) has
reviewed the IND 23,509 submitted by DOD for uge of
pyridostigmine in treating military personnel who are at risk
Qf extoaurn to orqancphosphotus nerve agents, In addition,
twWo classifled documents submitted by DOD were examined.
Relevant portions of IND 23,309, {ncluding the clinical
protocol, are at Tab 3.

There are partinent safety data in boeh animals and humans.
Pyridostigmine will be used by the military at a daily dose of
90 mg, only 15V of the typical human daily dose of 600 mg used
in the treatment of myasthenia gravis, Bfficacy data are
based wholly on studies in animals. Pyridostiguine 1.2 mg/kg
(twice the human dose proposed in Operation Desert g8hield)
afforded very significant protection (eover 20 £old) againse
soman=induced mortality in monkeys whan used with a astandazd
cxtmo-at:oginn antidote. Extrapolation of this effect to
numans is based on salection of a dose that achiaves a 20%
inhibition of blood acetylcholinasterase (AChEZ) in humans,
which is the degree of inhibition attained in tha protactad
menkeays. Tha CDER review, dated January 2, 1991, ls at Tab 4,
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docunant 1,

DOD has made a datermination, based on several years of
civilian and milltary reseazch, that precreatment with
pYridoctanina 30 mg tabletas three times daily, ip combinaticn
with atropine and pralidoxime, given after exposure, will

conetitute effective pretzeatment of organophosphorus nerve
dgent exposure.

The CDER conoludes, based on Lts review of ths safaty and
affegtiveness data, that pyridestigmine 30 mg tablets, i{n
conjunction with atzapine and pral doxime, 18 the only
potentlially useful pretrestmant to reduce novtality attar
exposure tQ chamical weapons involving organophospherus necve
Agents (Tab 4, documant 2), Thare is no ethical neans of
carrying out a relevant human ettleacz gtudy. In-the absence.
af human data, there is less than ful certainty as to
gyridantigntno‘n effectiveness ia man at the recoomended dose,
Ut the extrapolation from rhesus moenkey and othet animal data
is not unreasonable, and pyridostiemine has been protactive to
at least scme extent in other specles studied.

Contaxt of Drug Adainigtration

The request for walver from DOD refers to the use of
pyridostigmine during potential hostilitiws asgocliated with
Oparation Desert Shield. Oparation Desaert Shield ls tha name
of the military effort mounted in rssponse ta the lraqi
lnvasion of Kuwalt i{n August 1990, .Thers are numerous press
accounts that desecribe Iraq's uge of erganophosphorus narve
agents ag offensive weapons during the conflict with Ivan.

The DOD belisves that thara is a serious chreat that Iraq will
use chemlical and biological sgents, :

The {nstructions for use contained in IND 23,509 describe how
military personnel will self administer the tablats {a '
conjunction with other ipproved products, for tha treatment of
oxposure to aorganophosphorus nerve agents when the rigk of
imminent attack is high (Tab 3, attachment 3, page 2=16), The
druqg will be taken undar the order of thea corps/division/wing
comnander, After three days of gro-t:eatmane, the commander
n

will review the decision td continua treatment for the fyll
twenty-one doseas.
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Heasures avallable to those at rigk of nerva dgent exposure
consiat primarily of barrier protections such as chemical
protective masks, battie dress Qvergarments, chemical agent
dategtion systems and decontamination kits, and secondarily of
antidote tharapy that conmises of pyridostigmine pretreataent,
4 30 mg tablet every eight hours, when the threay of exposure
tao the nerve agent exists, and the administration of aAttopine
and pralidoxime by injection imnediately upen exposurs to
nerve agent. This three drug treatment is expeated to enhance
the likelihced that oxtoled military personnsl will continue
to breathe spontaneously and not die of teapiratery arrest.

wﬁi Nature of Organephosphorus Poisoning

Nerye agents ace classified as anticholinesterase compounds. <
hecause they inhibit the angyne aaee{lcholinoltnraao (AChR), el
The 1nhtb1t¥on of AChE has Been conslidered to be the .

Lnitia:ing fagtor in nerve agent toxioity, The Nertve agenta
combine with AChE to prevent its normal function of e
te:minccing acetylcholine's ;ACh) agtions at synaptie, e
particularly neutcmusculac, 3junctions, ‘

Nerve agents include tabun (GA), sarin (GB), s¢man (GD), and
VX, The G-agents, developed in Germany from 1938 - 1944, are
all highly toxic arganophesphorus compounds that are liquids
4t room temperaturs and that teadily vaporize under normal
atmoapheric condliticns,

The human lethal ccncnn:rationzper unit time (LCtgq) for sarin
is estimated to be 25 mg/min/md. This means that
approximately S0% of an unprotected group weuld dig tollowtng
ona minute's inhalation of air whieh contained sarin 2% ag/m
The comparative toxicity of thasae products can be ranked as
follows: VX > goman > sarin > tabun.

Sequelae from exposura to chemical weapons finvelving
orqganophosphorus narve gas agents are ependent on many
factors, ineluding any actions takan to avoid or reduce the
magnitude and impact of casualty production. Under certain
cirocumstances, lncapacitation and death may oecour,

Nature of the Information Digtributed to Reciplients

The ICW¥RG has reviewad the information tt&h DOD that ig te be
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diven to all military personnel at risk Eot'oxpoldto to
organophomphorus nerve agents, The information {s contained- v
in the field manual pudl cation FM~263, which is made
avallable to the rec pients (Tab 8, document 1), and the

Commifsioner of Food and Drugs

. &raining manual 90~4, for health care grotclaionari (Tab 5, v

document 2), The ICHWRG vas concerned that the taxt of the
fleld manual clearly implles that there is evidenae of .
e£fectiveoness in humans, and requestad that additional
infozmation be grovidad to all potential reciplents of the
product, A draft {nformation gheet tovided by DOD follewing

the ICWRG meeting has baen medifiad by DOD to reflect ocup
reconmendations ?wab S, dosument 3), The. additicnal

information contained in the document will be provided
immediately to all newly trained gsraonl and in a :1ue1§ way

o all othar individuals, Also, DOD agreed to medify-the

field .manual at the earliest oppartunity to remove: any v
implications that there are hunan gtudies that show
effectiveness of pyridostigming pretzeatpent,

o 1-"03 .’-‘Q:&"' )
Bxpiration Date o
If you datermine that obtainlng informed consent ia not T e
Ceasible, the determination will be in_efZect either for [ |

peciod of cne year or until DAD notifies FOA that the
exigencies for which it needed the detarmination no longaer
exist, whichever is asarlier,

ICWRG iecommlndaticg

The ICWRG recommends that yOU approve the DOD request and
determine that informed consant is not fgqasible. Our
Téoonmandation is based on the followings

~ The use of pyridestigmine pretroatment, in conjunetion with
atcopine and pralidoxime tzeatment, improved survival of .
animals exposed to soman, Limiced hunan evidence suggesta
that the proposed dome of p{riddltiqnin. will provide a
level of ansyme inhibition 1p humans comparable to that.
achlngzd in animals which wers protected from soman~induged
movtality,

= Thave {5 extensive experlance in humans with myasthenia
gravia using doses of pyridestigmine much greater than
thcew proposed {n this treatment pProtocel, and we have no
specific safety concerns with the proposed military doasg,
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B e R LY SIS

. . ] ', . e e . l w“ e :’ff, .
= We agree with DOD that w&ehhélding.treacmont from ¥+~ TIEITTLEY
“individual, baged on personal fr' erance not to receive
the gtte:ontncnt with pyridestigmine, could jeopardize the
health and safaty of thae individual or other military
perzonnel in the event of a chamical attack, .

- Ne agree with poD that there is no available satisfactor
Alternative pre=~treatment for organophosphorus aerve agent
eXPORUYe, ) :

~ He have raviewed tne fleld manual Fx §~285, and the USAMRICD.
teohnical memarandum 90-4 that will be distributed to the -

health care professionals reaponsible for the edycation ang:
treatnent of militazy perscnnel, and othar training naterial
that will be made available 80 physiciany and unit
coumanders about Srganophosphorus nerve adgents.. DOD agreed
to modify the £ield manual ac the earliest opportunity to
reaove any implicatien that theze ars human studies that
show effactiveness of pyridostionine pretreatzant, He have
Alssrraviewad the document. co 14TV (B 1 -1
Narfare Ag Additional Ya¥ormatlon on I
“ased January @, 1991, that wil e used pcate military
peraonnel about protections Against organophosphorus nerve
dgant exposure. Ne conalude that with the dlasemination of
his information {n that decument and DOD's cormicmant to
ufdctn training materials, the easential information on
Tisks and banefits of recatvinf Pyridostigmine tablets, the
tisks associated with hot recalving Ryridestigmine, and the
nature of the disease has baeen provided.

= The Commissioner received 4 statement from DOD that the

Ttoposed protocol for the uge of pyridestignine without
nformed consant has been reviewed by a duly constitutad

IRB., The IRB concluded thae the walver ig appropriate.

“ The Department of Dafense raquest meets the requirements
of 21 CIFR $0.23(4). :
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Letter from the Assistant Becratary of Dofense,
Health Affairzs, with attachments, trequesting g .
vaiver of informed censent, dated December 28, 1990,

Interim Rule Informed Consent for aumgé Orugs and
Blologias; Determination That Informed .Conasnt Is

Not Feasible, dated December 31, 1900..

l. WR 250,710 Inveatigational Naw Drug Summary,

Pyridostignine Bromide, undated.

3. §§31'”'"'°° Protocol Azendment, dated January 2,

1. CDER Raview of Department of the Ar
for Naiver of Informed.Consent Por Us
Pyridesti¢mine 30 mg under IND a3, 809

January 8, 1981,

1, rield Manual "Treatnents of Chemical A

[

- .'Q'c}-.t“._!’!::v:." - -

2Y's Requast:
e of "o

2, Nemorandum from Director, CDER to ICWRG, dated. . ..

gent

Casualties and Conventional Military Chemical
Injuries, dated february 1990,

2. USAMRICD Technical Henorandum 90~4

Pzridoccigmlne. with cover memsrandum dated
QVQm ar I 9900 ,
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©.T . t7. ASBISEANTSECRETARY OF .DEFENSE. (RA) ., ¥,
. ASSISTANT .SECRETARY, OF: THE, ARMY- (M&RA) ~:;~ |
.. ASSIANT: SECRETARY OF THE NAVY (M&RA) - /

o

ASSIS ;SECRETARY OF THE' AIR FORCE (MRAISE)
svm'l:cr:necgrding 'f".",va'c'c':;i.nations Received in Operation Desert
i A ..Shield/Degprt storm in.the Medical Imnunization Record
;. (SF 601) gy - . .

. During the Persipn-Gulfs operation,. selected units of the
Armed. Forces receivdd prophylactic vaccinations of anthrax
¢ dnuny toxpld-vaccine. To ensure operational . .
jpent of these vaccines and the selected units
jiered classified information. Individuals
3 had this information fecorded.en various -

RN

3 onnal may have recorded the information ag
-anthrax®, "A vaccination®, "A-Vace®, "A-Vax" or something . o
 similar,i. -ror"ther:imanm toxold, .medical:personnel.may<bave .~ - e

recorded :the inforn: Flon as. "Botulinun®, “Bot-Tox®, "B
vaccinationv, "*B-Vacge
' FPor continuity 1 medical records and to ensure the accuracy
of ‘medical care, allliactive duty and reserve units me affacted
must assure that do entation of vaccination is entered into the ,
Medical ImmunizationjRecord sF:601 in the accepted medical format
as YAnthrax Vaccine,,'q and "Botulinum Toxoid.® Thig action should .
be initiated while rgcords and units go affacted are still
accessible. The Sexyices should ensure that unit rosters or unit
® retained for purposes of epidemiclogical
fion of these immunizations into the

rocord is considered unclassified :
¥y the origina) records and documents used in

g pPersonnel immunized during Operations
egert’ Storm are still considered classified
kd be treated appropriately.
i .
e Assistant Secretaries of the Military

me within six months of issuance of this

of actions taken, or upon completion of the
ichaver may occur earliest. Please identity

"; "B-Vax", or something similar.

. .& Tequest that
Departments report
lemorandum the stat
above raquirement, w
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